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If a waiver is granted on the ground
that it is not possible to develop a pedi-
atric formulation, the waiver will
cover only those pediatric age groups
requiring that formulation. If a waiver
is granted because there is evidence
that the product would be ineffective
or unsafe in pediatric populations, this
information will be included in the
product’s labeling.

(5) Definition of ‘‘meaningful thera-
peutic benefit’’. For purposes of this sec-
tion and § 201.23 of this chapter, a drug
will be considered to offer a meaningful
therapeutic benefit over existing thera-
pies if FDA estimates that:

(i) If approved, the drug would rep-
resent a significant improvement in
the treatment, diagnosis, or prevention
of a disease, compared to marketed
products adequately labeled for that
use in the relevant pediatric popu-
lation. Examples of how improvement
might be demonstrated include, for ex-
ample, evidence of increased effective-
ness in treatment, prevention, or diag-
nosis of disease, elimination or sub-
stantial reduction of a treatment-lim-
iting drug reaction, documented en-
hancement of compliance, or evidence
of safety and effectiveness in a new
subpopulation; or

(ii) The drug is in a class of drugs or
for an indication for which there is a
need for additional therapeutic op-
tions.

(d) Exemption for orphan drugs. This
section does not apply to any drug for
an indication or indications for which
orphan designation has been granted
under part 316, subpart C, of this chap-
ter.

[63 FR 66670, Dec. 2, 1998]

§ 314.60 Amendments to an unap-
proved application.

(a) Except as provided in paragraph
(b) of this section, the applicant may
submit an amendment to an applica-
tion that is filed under § 314.100, but not
yet approved. The submission of a
major amendment (for example, an
amendment that contains significant
new data from a previously unreported
study or detailed newnalyses of pre-
viously submitted data), whether on
the applicant’s own initiative or at the
invitation of the agency, constitutes
an agreement by the applicant under

section 505(c) of the act to extend the
date by which the agency is required to
reach a decision on the application. Or-
dinarily, the agency will extend the re-
view period for a major amendment but
only for the time necessary to review
the new information. However, the
agency may not extend the review pe-
riod more than 180 days. If the agency
extends the review period for the appli-
cation, the director of the division re-
sponsible for reviewing the application
will notify the applicant of the length
of the extension. The submission of an
amendment that is not a major amend-
ment will not extend the review period.
An amendment that contains new clin-
ical data from a previously unreported
study shall contain a financial certifi-
cation or disclosure statement or both
as required by part 54 of this chapter,
or FDA may refuse to accept any such
amendment.

(b)(1) An unapproved application may
not be amended if all of the following
conditions apply:

(i) The unapproved application is for
a drug for which a previous application
has been approved and granted a period
of exclusivity in accordance with sec-
tion 505(c)(3)(D)(ii) of the act that has
not expired;

(ii) The applicant seeks to amend the
unapproved application to include a
published report of an investigation
that was conducted or sponsored by the
applicant entitled to exclusivity for
the drug;

(iii) The applicant has not obtained a
right of reference to the investigation
described in paragraph (b)(1)(ii) of this
section; and

(iv) The report of the investigation
described in paragraph (b)(1)(ii) of this
section would be essential to the ap-
proval of the unapproved application.

(2) The submission of an amendment
described in paragraph (b)(1) of this
section will cause the unapproved ap-
plication to be deemed to be withdrawn
by the applicant under § 314.65 on the
date of receipt by FDA of the amend-
ment. The amendment will be consid-
ered a resubmission of the application,
which may not be accepted except as
provided in accordance with section
505(c)(3)(D)(ii) of the act.

(c) The applicant shall submit a field
copy of each amendment to
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§ 314.50(d)(1). The applicant, other than
a foreign applicant, shall include in its
submission of each such amendment to
FDA a statement certifying that a field
copy of the amendment has been sent
to the applicant’s home FDA district
office.

[50 FR 7493, Feb. 22, 1985, as amended at 57
FR 17983, Apr. 28, 1992; 58 FR 47352, Sept. 8,
1993; 63 FR 5252, Feb. 2, 1998]

§ 314.65 Withdrawal by the applicant
of an unapproved application.

An applicant may at any time with-
draw an application that is not yet ap-
proved by notifying the Food and Drug
Administration in writing. The agency
will consider an applicant’s failure to
respond within 10 days to an approv-
able letter under § 314.110 or a not ap-
provable letter under § 314.120 to be a
request by the applicant to withdraw
the application. A decision to withdraw
the application is without prejudice to
refiling. The agency will retain the ap-
plication and will provide a copy to the
applicant on request under the fee
schedule in § 20.42 of FDA’s public in-
formation regulations.

§ 314.70 Supplements and other
changes to an approved application.

(a) Changes to an approved application.
The applicant shall notify FDA about
each change in each condition estab-
lished in an approved application be-
yond the variations already provided
for in the application. The notice is re-
quired to describe the change fully. De-
pending on the type of change, the ap-
plicant shall notify FDA about it in a
supplemental application under para-
graph (b) or (c) of this section or by in-
clusion of the information in the an-
nual report to the application under
paragraph (d) of this section. Notwith-
standing the requirements of para-
graphs (b) and (c) of this section, an ap-
plicant shall make a change provided
for in those paragraphs (for example,
the deletion of an ingredient common
to many drug products) in accordance
with a guideline, notice, or regulation
published in the FEDERAL REGISTER
that provides for a less burdensome no-
tification of the change (for example,
by notification at the time a supple-
ment is submitted or in the next an-
nual report). Except for a supplemental

application providing for a change in
the labeling, the applicant, other than
a foreign applicant, shall include in
each supplemental application pro-
viding for a change under paragraph (b)
or (c) of this section a statement certi-
fying that a field copy of the supple-
ment has been provided to the appli-
cant’s home FDA district office.

(b) Supplements requiring FDA ap-
proval before the change is made. An ap-
plicant shall submit a supplement, and
obtain FDA approval of it, before mak-
ing the changes listed below in the con-
ditions in an approved application, un-
less the change is made to comply with
an official compendium. An applicant
may ask FDA to expedite its review of
a supplement if a delay in making the
change described in it would impose an
extraordinary hardship on the appli-
cant. Such a supplement and its mail-
ing cover should be plainly marked:
‘‘Supplement—Expedited Review Re-
quested.’’

(1) Drug substance. A change affecting
the drug substance to accomplish any
of the following:

(i) To relax the limits for a specifica-
tion;

(ii) To establish a new regulatory an-
alytical method;

(iii) To delete a specification or regu-
latory analytical method;

(iv) To change the synthesis of the
drug substance, including a change in
solvents and a change in the route of
synthesis.

(v) To use a different facility or es-
tablishment to manufacture the drug
substance, where: (a) the manufac-
turing process in the new facility or es-
tablishment differs materially from
that in the former facility or establish-
ment, or (b) the new facility or estab-
lishment has not received a satisfac-
tory current good manufacturing prac-
tice (CGMP) inspection within the pre-
vious 2 years covering that manufac-
turing process.

(2) Drug product. A change affecting
the drug product to accomplish any of
the following:

(i) To add or delete an ingredient, or
otherwise to change the composition of
the drug product, other than deletion
of an ingredient intended only to affect
the color of the drug product;
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